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Amendments to the Claims 

I claim: 

1, (Currently Amended) A therapeutic 5-aminosalicylic acid derivative composition 
having the general formula: 



OH 




wherein R is a reducing sugar that is selected from the group consisting of galactose, 
fucose. fructose. N-acetvlolucosamine. N-acetvloalactosam ine. maltobiose, lactobiose, 
cellobiose. and N.N-diacetvlchitobiose. wherei n a covalent bond to the oxygen of a 
hvdroxvl group originally substituted o n the reducing sugar has been replaced by a 
covalent bond to the nitroaen of the amino group of the 5-aminosalicylic acid derivative 
w i th th o oxcoption that tho sugar i c not Dg l ucocG ; a polyethylene glycol) chain- 
containing residue having the general formula -CH 2 CH 2 CH2-(CH2CH 2 0)n--Ri , Ri is H or 
a linear or branched lower alkyl group having from one to about 6 carbons, and n is a 
positive integer from about 3 to about 100; or a polyethylene glycol) chain-containing 
tether having the general formula «CH 2 -(CH 2 CH 2 0) n -(CH 2 ) m -Z J in which n is a positive 
integer from about 3 to about 100, m is 2, 3, or 4, and Z is a drug or therapeutic agent 
having a molecular weight that is less than about 10 00 Daltons that is covalently joined 
to the distal terminus of said polyethylene glycol) chain-containing tether. 
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10 



15 



20 



2. (Withdrawn) The therapeutic 5-aminosalicylic acid derivative composition of 
Claim 1 , in which R is a 1-deoxy sugar. 

3. (Withdrawn) The therapeutic 5-aminosalicylic acid derivative composition of 
Claim 2, in which said 1-deoxy sugar is a 1-deoxymonosaccharide, a 1- 
deoxydisaccharide, or a 1-deoxypolysaccharide. 

4. (Withdrawn) The therapeutic 5-aminosalicylic acid derivative composition of 
Claim 2, in which said 1-deoxy sugar is a 1-deoxydisaccharide selected from the group 
consisting of 1-deoxymaltobiose, 1-deoxylactobiose, 1-deoxycellobiose, and N,N- 
diacety-1-deoxychitobiose. 

5. (Withdrawn) The therapeutic 5-aminosalicylic acid derivative composition of 
Claim 2, in which said 1-deoxy sugar is a 1-deoxymonosaccharide selected from the 
group consisting of 1-deoxygalactose, 1-deoxyfucose, 1 -deoxyfructose, N-acetyl-1- 
deoxyglucosamine, and N-acetyl-1-deoxygalactosamine. 

6. (Currently Amended) A therapeutic 5-aminosalicylic acid derivative composition 
having the general formula: 

OH 




NHR 



lOH 
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wherein R is a reducing sugar that is selected from the aroun consisting of galactose. 
f innse. fructose. N-acetvlolucosamine. N-acetvloalactos amine. maltobiose, lactobiose, 
nftllnbiose. and N.N-diacetvlchitobiose. wherein a cova ient bond to the oxygen of a 
hydrox yl oroup originally substituted on the r e ducing sugar has been replaced by a 
nnvalent bond to the nitrogen of the amino group of the 5-aminosalicvlic acid derivative 4- 
dooxymonocaccharido, o 1 dooxydi c acchorid o , or a 1 dooxy polysaccharide, with th e 
o xoopt i on that the 1 d e oxymonoGaoohar i dQ i s not 1 dooxyglucose . 

7. (Currently Amended) The A therapeutic 5-aminosalicylic acid derivative 
composition having the g eneral formula: 

OH 




of Claim 1, in which wherein R is a polyethylene glycol) chain-containing residue having 
the general formula -CH 2 -(CH 2 CH 2 0)n-Ri , Ri is H or a linear or branched lower alkyl 
group having from one to about 6 carbons, and n is a positive integer from about 3 to 



about 100. 
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8. (Original) A therapeutic 5-aminosalicy!ic acid derivative composition having the 
general formula: 

OH 

sooh 




NHR 

wherein R is a poly(ethylene glycol) chain-containing residue having the general formula 
-CH 2 -(CH 2 CH 2 0)n-Ri , Ri is H or a linear or branched lower alkyl group having from 
10 one to about 6 carbons, and n is a positive integer from 3 to about 20. 

9. (Currently Amended) The A therapeutic 5-aminosalicylic acid derivative 
composition having the general formula: 

oh 

15 JL ^,cooh 




NHR 



of Claim 1, wherein R is a poly(ethylene glycol) chain-containing tether having the 
20 general formula -^HHCH 2 CH 2 0) n -<CH 2 ) m --Z, n is a positive integer from one to about 

100, m is 2, 3, or 4, and Z is a drug or therapeutic agent having a mo lecular weight that 
is less than about 1000 Daltons that is covalently joined to the distal terminus of said 
poly(ethylene glycol)-containing tether. 



25 
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10. (As Previously Amended) A method for preparing a therapeutic 5-aminosalicylic 
acid derivative composition having the general formula: 

OH 



wherein R is a 1-deoxy sugar, comprising reacting the amino group of 5-aminosalicylic 
acid with a reducing sugar in an aqueous alcohol solution. 

1 1 . (Currently Amended) A method for preparing a therapeutic 5-aminosaUcylic acid 
derivative composition having the general formula: 

OH 



wherein R is a polyethylene glycol) chain-containing residue having the general formula 
-CH 2 CH 2 CH2-(CH 2 CH 2 0) n -R, , R, is H or a linear or branched lower alkyl group having 
from one to about 6 carbons, and n is a positive integer from about 3 to about 100, 
comprising alkylating the amino group of 5-aminosalicylic acid with a polyethylene 
glycol) chain -containing having an aldehyde or halide c ubstitucnt on at least on e 

♦/^fwrtini MP 
\\Ji 1 1 til iuj. 




,COOH 
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12. (Currently Amended) A method of preparing a therapeutic 5-aminosalicylic acid 
derivative composition having the general formula: 

OH 

^COOH 




NHR 

wherein R is a poly(ethylene glycol) chain-containing tether having the general formula 
-CHsKCHzCHzOJn-CCHsJm-Z, n is a positive Integer from about 3 to about 100, m is 2, 
10 3, or 4, and Z is a drug or therapeutic agent having a molecular w eight that is less than 

about 1000 Daltons that is covalently joined to the distal terminus of said polyethylene 
glycol) chain-containing tether f comprising the following steps: 

a) reacting the amino group of 5-aminosalicylic acid with a poly(ethylene 
glycol) chain -containing hav i ng an aldehyde or halide to provide a polyfethylene 

15 glycol) chain-containing alkylated amino group of 5-a minosalicylic acid 

eubstitu e nt on at least ono terminus ; 

b) covalently joining said drug or therapeutic agent Z to the distal ot h er end 
terminus of said poly(ethylene glycol) chain-containing alkylated amino group of 
5-aminosalicylic acid . 

20 

13. (Currently Amended) A pharmaceutical composition suitable for administration to 
a subject in need thereof comprising a physiologically active therapeutic agent 
composition and a pharmaceutical carrier, wherein said therapeutic agent composition 
comprises a physiologically active 5-aminosalicylic acid derivative composition having 
25 the general formula: 
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OH 




wherein R is a 1- d e oxy reducing sugar that is selec ted from the group consisting of 
galactose, fucose, fructose, N-acetvlolucosarnine. N-acetvlaala ctosamine, maltobiose, 
lactobiose. cellobiose. and N.N-diacetvlchttobiose. wherein a covalent bond to the 
oxvaen of a hvdroxvl group originally substituted on the reducing sugar h as been 

10 replaced bv a covalent bond to the nitrogen of the amino group o f the 5-aminosalicvlic 

acid derivative with the exc e ption that tho cugar ic not D glucos e; a poly (ethylene glycol) 
chain-containing residue having the general formula -CH 2 CH 2 CH2-(CH2CH 2 0)n-Ri , Ri 
is H or a linear or branched lower alkyl group having from one to about 6 carbons, and n 
is a positive integer from about 3 to about 100; or a poly(ethy!ene glycol) chain- 

15 containing tether having the general formula -CHz-KCHsCHsOJnHCHzJm-Z, j n which n is 

a positive integer from about 3 to about 100, m is 2, 3, or 4, and Z is a drug or 
therapeutic agent having a molecular weight that is less than about 1O0 O Daltons that is 
covalently joined to the distal terminus of said poly(ethylene glycol) chain-containing 
tether. 
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14. (Currently Amended) A method of prophylactically or inten/entionally treating an 
inflammatory disease in the gastrointestinal tract of a human or non-human mammalian 
subject, comprising administering to the subject an effective amount of a therapeutic 5- 
aminosalicylic acid derivative composition having the general formula: 



OH 




10 wherein R is a 1 dooxy reducing sugar that is selected from the group consisting of 

galactose, fucose. fructose. N-acetvlglucosamine. N-acetvloala ctosamine. maltobiose. 
lactobiose. cellobiose. and N.N-diacetvlchitobiose. wher ein a covalent bond to the 
oxvaen of a hvdroxvl group originally subst ituted on the reducing sugar has been 
replaced bv a covalent bond to the nitrogen of the amino group of the 5-aminosalicvlic 

15 acid derivative ; a poly(ethylene glycol) chain-containing residue having the general 

formula -CH 2 CH 2 CH2-(CH2CH 2 0)n-Ri , Ri is H or a linear or branched lower alkyl group 
having from one to about 6 carbons, and n is a positive integer from about 3 to about 
100; or a poly(ethylene glycol) chain-containing tether having the general formula 
«CH2-(CH 2 CH 2 0) n - (CH^-Z, in which n is a positive integer from about 3 to about 100, 

20 m is 2, 3, or 4, and Z is a drug or therapeutic agent having a m olecular weight that is 

less than about 1000 Daltons that is covalently joined to the distal terminus of said 
poly(ethy!ene glycol) chain-containing tether 



9T *d 
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15. (Currently Amended) A method of prophylactically or interventional^ delivering 5- 
aminosalicylic acid to the gastrointestinal tract of a subject comprising administering to 
the subject a pharmaceutical formulation comprising an effective amount of a therapeutic 
5-aminosalicylic acid derivative composition having the general formula: 



OH 

„cooh 




NHR 

10 wherein R is a 1 dooxy reducing sugar that is selec ted from the group consisting of 

galactose, fucose. fructose. N-acetvlglucosamine, N-acetvloalactosamine, maltobiose, 
lactobiose. cellobiose. and N.N-diacetvlchitobiose. wherein a c ovalent bond to the 
oxvaen of a hvdroxvl group originally substituted on the reducing sugar has been 
replaced bv a covalent bond to the nitrogen of the amino grou p of the 5-aminosalicvlic 

15 acid derivative ; a poly(ethylene glycol) chain-containing residue having the general 

formula -CH 2 CH2CHHCH 2 CH 2 0) n -R n , Ri is H or a linear or branched lower alkyl group 
having from one to about 6 carbons, and n is a positive integer from about 3 to about 
100; or a poly (ethylene glycol) chain-containing tether having the general formula -CH2- 
(CH 2 CH20)„-(CH2) m -Z, in which n is a positive integer from about 3 to about 100, m is 2, 

20 3, or 4, and Z is a drug or therapeutic agent that is selected from the group consisting of 

lipoic acid, immunomodulatory antibacterials, and antioxidants, wherein the drug or 
therapeutic agent is covalently joined to the distal terminus of said poly(ethylene glycol) 
chain-containing tethe r: and a pharmac eutical carrier. 

25 16. (Currently Amended) A method of stabiiizingly and structurally modifying 5- 

aminosalicylic acid in a manner that enhances its retention in the gastrointestinal tract 

Page 11 of 23 



seouatos a^Tl >iui-|oiH 



WdOS:i 9002 S2 inf 



9C-6I.:(sshuuj) NOHVanO . WW 8/9 6 16:Q\$0 ■ 00C8CZZ:SINQ . 9t/C-JHXd3-0J.dSn:HAS • [auiu iqBllAea wajseg] LMd 90:Zfr: j. 1VOADU « 2C/81 30Vd 



and decreases the transfer of said acid from the lumen of the gastrointestinal tract to the 
systemic circulation of a subject comprising covalently conjugating the nitrogen atom of 
the amino group of 5-aminosalicylic acid to a 1 d e oxy reducing sugar that is selected 
from the group consisting of galactose, fucose. fructose. N-acetvlalucosa mine. N- 

5 acetylgalactosamine, maltobiose, lactobiose, cellobiose, and N.N-diacetvlchitobiose. 

wherein a covalent bond to the oxygen of a hydroxy! group originally substituted on the 
reducing sugar has been replaced by a covalent bond to the nitrogen of the amino group 
of the 5-aminosalicvlic acid derivative : a poly(ethylene glycol)-containing residue having 
the general formula ^H 2 CH 2 CH 2 ^CH 2 CH 2 0)n-Ri , wherein R t is H or a linear or 

10 branched lower alkyl group having from one to about 6 carbons, and n is a positive 

integer from about 3 to about 100; or a poly(ethyiene glycol) chain-containing tether 
having the general formula ^H2-(CH 2 CH 2 0) n - (CHaV-Z, in which n is a positive integer 
from about 3 to about 100, m is 2, 3, or 4, and Z is a drug or therapeutic agent that is 
selected from the group consisting of lipoic acid, immunomodulators, antibacterials, and 

15 antioxidants, wherein the drug or therapeutic agent is covalently joined to the distal 

terminus of said polyethylene glycol) chain-containing tether. 



17. (Currently Amended) A physiologically active therapeutic 5-aminosalicylic acid 
derivative composition having the general formula: 

OH 

„COOH 



20 



v 

NHR 

25 wherein R is a reducing sugar that is selected from the group consisting of galactose. 

fucose. fructose, N-acetvlglucosamine. N-acetyloalactosamine. malto biose. lactobiose. 
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cellobiose, and N.N-diacetvlchitobiose. wherein a cova lent bond-to the oxygen of a 
hydroxy) group originally substituted on the reducing sugar has been replaced by a 
covalent bond to the nitrogen of the amino group of the 5- aminosalicvlic acid derivative 
dooxysugar, w i th th e exception that the dooxysugar i o not 1 dcoxygluco s e ; a 

5 poly(ethylene glycol) chain-containing residue having the general formula -CH 2 CH 2 CH2- 

(CH 2 CH 2 0) n -R 1 , Ri is H or a linear or branched lower alkyl group having from one to 
about 6 carbons, and n is a positive integer from about 3 to about 100; or a 
polyethylene glycol) chain-containing tether having the general formula 
-CHHCH 2 CH 2 0)n-(CH 2 ) m -Z^ in which n is a positive integer from about 3 to about 100, 

10 m is 2, 3, or 4, and Z is a drug or therapeutic agent that is selected from the group 

consisting of lipoic acid, immunomodulators, antibacterials, and antioxidants, wherein 
the drug or therapeutic agent that is covalently joined to the distal terminus of said 
polyethylene glycol) chain-containing tether, wherein the derivative composition is 
active in the prophylaxis or treatment of inflammatory conditions or disease states in a 

15 mammalian subject or a cell or tissue from said subject ther e from . 

18. (Original) Jhe A composition according to claim 17, wherein the therapeutic 5- 
aminosalicylic acid derivative composition has an enhanced in vivo resistance to 
enzymatic degradation, relative to 5-aminosalicylic acid alone. 
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19. (Currently Amended) A physiologically active therapeutic 5-aminosalicylic acid 
derivative composition having the general formula: 



OH 

„COOH 




NMR 

wherein R is a reducing sugar that is selected from the group consisting of galactose, 
fucose. fructose. N-acetvlglucosamine. N-acetvlgalactosamine. maltobiose. lactobiose. 

10 cellobiose. and N.N-diacetvlchitobiose. wherein a covalent bond to the oxygen of a 

hvdroxvt group originally substituted on the reducing sugar has been replaced by a 
covalent bond to the nitrogen of the amino group of the 5-aminosalicvlic acid derivative 
dooxysugar, with th e e xc e ption that th e d e oxysugor io not 1 deoxygluoo se; a 
poly(ethylene glycol) chain-containing residue having the general formula -CH 2 CH 2 CH2- 

15 (CH 2 CH 2 0) n -Ri , Ri is H or a linear or branched lower alkyl group having from one to 

about 6 carbons, and n is a positive integer from about 3 to about 100; or a 
poly(ethylene glycol) chain-containing tether having the general formula 
-CH2-(CH2CH20)n- (CH 2 )m-Z, in which n is a positive integer from about 3 to about 100, 
m is 2, 3, or 4, and Z is a drug or therapeutic agent that is selected from the group 

20 consisting of lipoic acid, immunomodulators, antibacterials, and antioxidants, wherein 

the drug or therapeutic agent that is covalently joined to the distal terminus of said 
poly(ethyiene glycol) chain-containing tether, wherein the derivative composition is 
active in the prophylaxis or treatment of inflammatory conditions or disease states in a 
mammalian subject or a cell or tissue from said subject thorefrom . 

25 
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20. (Currently Amended) A method of stabilizingly and structurally modifying 5- 
aminosalicylic add in a manner that enhances its retention in the gastrointestinal tract 
and decreases the transfer of said acid from the lumen of the gastrointestinal tract to Ihe 
systemic circulation of a subject comprising covalently conjugating the nitrogen atom of 
5 the amino group of 5-aminosalicylic acid to a 1 d e oxy reducing sugar that is selected 

from the group consisting of galactose, fucose. fructose. N-acetvlolucosamine. N- 
acetvlgalactosamine. maltobiose. lactobiose. cellobiose, and N.N-diacetvlchitobiose. 
wherein a covalent bond to the oxygen of a hydroxy! group originally substituted on the 
reducing sugar has been replaced by a covalent bond to the nitrogen of the amino group 

10 of the 5-aminosalicvlic acid derivative : a polyethylene glycol)-containing residue having 

the general formula -CHzCHzCH^CHzCHzOJn-Ri . wherein is H or a linear or 
branched lower alkyl group having from one to about 6 carbons, and n is a positive 
integer from about 3 to about 100; or a poly(ethylene glycol) chain-containing tether 
having the general formula -CHr^CH 2 CH20) n - (CH 2 ) m -Z. in which n is a positive integer 

15 from about 3 to about 100, m is 2, 3, or 4, and Z is a drug or therap e utic ag o nt col oot e d 

from tho group concisting of lipoic acid, i mmunomodulatore, — ant i bact e ri a te, a nd 
antioxidants, wherein lipoic acid is covalently joined to the distal terminus of said 
poly(ethylene glycol) chain-containing tether. 
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21. (New) A method for preparing a therapeutic 5-a minosalicvlic acid derivative 
composition having the general formula: 

OH 



5 




.COOH 



wherein R is a potvtethvlene glycol) chain-containing residue having the general formula 
-CH,CHXH^rCH^CHoO^-Ri , R r is H or a linear or branched lower alkvl group having 
10 from one to about 6 carbons, and n is a positive integer from about 3 to about 100, 

comprising reacting the aldehyde group of a polvtethviene glyc ol) chain-containing 
aldehyde with the amino group of 5-aminosalicvlic acid to provide an im ine intermediate 
and reducing the imine intermediate. 
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